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Monoclonal antibody to growth factor receptor is prepd. by using 
soluble substance of human cancer cells as immunogen. Also claimed is 
the c-@erbB@- 2 monoclonal antibody which reacts specifically with c- 
@erbB@- 2- related protein and produced by a hybridoma formed by fusion 
of mammalian bone marrow cells with mammalian immunocyte immunised 
with culture supernatant liquor of human mastocarcinoma cell strain 
SK-BR-3 . 

USE - The antibody reacts specifically with c-GerbB@- 2 related 
protein and it is useful in diagnostics and as an anti-oncotic for 
therapy of adenocarcinoma partic. mastocarcinoma (claimed). 
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(57) 

ttSK-BR-3 bfcl^ail'Kr® ^iffll^ t 

■7t±!3g±snc-e r bB-2Hasest#se<) 
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«>c:tS«#mtbT450, use. i^KS- 
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I 

m^m] ii}'%mmmmsK-BR-3(Dmm±m 

c - e r b B - 2 BiaseRlC#S«CElS-r?. J: t S 
1*ISfr-5Jtc - e r b B - 2 D-rJ-JWJifl:. 
IW*J®3] ;W>'"'J H-VGFD-OA-p 1 8 5- 10 

1 (ISXWBI^^l 2 2 0 6^) •^*5«*«2saito 

[0 0 0 1] 

f^S«fcttc-e r bB-2MageSlfc^*-r^t/i' 
[0 0 0 2] 

^m^ai^>=^±—V<r)v-^. ±&mflM.&m=t' (ep 
idermal growth factor, EG 

bB - 2Jie?' [Yamamoto. T. , et. a 4? 
1 . , Nature. 3 1 9 . 230-234 (198 

6) ] ©Sjse?;^iKiT»«>p 1 8 saae^tt, m^^o 
m^mmib s nx^ k> . #»d»ss* »ciii«a© c - e 

r bB-2fie^©iiifiAigft6.nTV>^. Jl© 
c - e r b B - 2jie^©ii'lieS*s, -€-0lK}S, 

V>S [S 1 amon. D. J. . e t a 1. . Sc i 
enc e. 2 3 5. 1 7 7-1 82 (1 987)]. 
[0 0 0 3] c -e r bB-2ae^=^«. -kWt^fcJ; 50 



#H¥7-5 9 5 8 8 

0 E GF u-ty^-jieTts<H©«jis«f^ae^ t 

bT^E^n [S emb a, K. , e t a 1. . P r 
oc. Natl. Acad. Sci. U. S. A. 
2.. 6497-6501 (1985)]. N^<D-yif 
i-)V^^-f]i\zm<m!m}^^'i>\Z\t, 2^r0f©->X 
X'^>fc1r^/5:«1«*^*D, ^fcEGFUry^'-t© 

-©i»ssuTVi?)t#Ae)nTv>2.. ^jte7^©ffl)B 

^-OtJcOiftO. t^^ttya/KBE^misViT. EG 
F l/-fe:/^'-©=^^:J— if H;^'f >t 8 2 ag©jSViffi[^tt 
<£^-r. m^ttffll^tti::-?-3 2%t-^^ffiiid^ C%n 

-^ss*^ •€-n^nEGFK:Mjsrr«.^efcffi#$n 

Sfcv c-e r bB-2jteftt9-f>n-i^ 
^©i^Bbfc^';/ h©3Sjlfi^n e u [Bargman 
n, C. I., et al.. Nature, 3 19, 
226-230 (1 98 6)] tffi[gtt*^<, K^^y 
MriJltSn e utt hC*lt5c-e r bB-2 t 

tt, i^i;ae^&jtbTVi^'&©tiSii5nfc, mz. 

c-erbB-2 185kd©:*:#^f®1$S 
^^SSnfc^H'ftl 4 0 k d<tO*^;S:0:*C^Vi::tA> 

»«©iis^Lfc^'wii^e-e»^<kjt^$n& [a 

kiyama. T. , et al. , Science, 
23 2, 1644-1646 (1 9 8 6) ] . -^-UTv 

z.<D^>n!?m. mm!^p^ \z^\,^x. ^ d > \zmmi 

[0 0 0 4] c-e rbB-2©SMt5£JSStt (h7> 
X7*-At© tCOV^TB, h©neuae?©h 

/V} >i)iif)V^^3.>m\zmtVTzJlt\z^r) 
m.%^tl^h<DX$>^ZLtifim>^ifi\Zl^D [Bargm 
ann, C. I., et. al.. Cell. AA- 6 
49-657 (1986)], JlOHtA^Sc-e r b 
B-2C*ViT"b, «l£rr-5 6 5 9SB®75>/K*V\* 

tneuSe^ tragic, NIH3T3ai)eKjt*-r«>h 
7>X7*-AtgSS'#1-2.tSeSnTV>?) [Di- 
Flore. p. p. , et al., Scienc 
e, 2 3 7 . 178-182 (198 7)]. C 

t>, luiBO^SiOttPVit)©©, iffl]®h7>X7*- 
A«E?£SI#L#-5. MIC, ±|2M^S*^«#-r5<!:, c 
-e r bB-2ttJ;0ii5V>h7>X7*-A|g<£S^1" 

fc^smS, VJ-ftlfec-e r bB-2^'>/^i?H®5^D 

>g|ft;«14*^±#L.TfeO [S e g a t t o, 
O. , et al. . Mol. Cell. Biol., 
8.. 5 5 7 0-5 5 74 (1 9 8 8)]. c-erbB 
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(3) 

3 

[0 0 0 5] V^S-'^f^ettfttbTtt. «fi^<Digiti 

-\Z'Dn.^^fic-erhB-2\t. NIH3T3£h7 
>X 7 * - At- Vi*^ N I H 3 T 3 ifflSa 
tfT^A^n:fcSV4 Oya*-^— -^^c-e r bB 

- 2 ae^oJiiigseji ^®%s*»±#-r^ t N i w 

tJS:?., c-e r bB-20iSVi«^S 

[Dl-Flore, p. p. ,et al.,Sci 
ence. 2 3 7. 1 7 8-1 82 (1 9 8 7)]. 
[0 0 0 6] c-e r bB-2(Dt hjSfcfettSae?' 

[Yokota, J. , et al.. Lance 
tX. 765-767 (1 9 8 5) ] . ajStC-DViT ^ 
tt, b haJE ta)B*3l5®««JiBafc. c - e r b B - 

2©jie^igi|g*j|g8e)e.n5::t [King, c. 

R. ,et al., Science, 2 2 9. 9 7 4 
-9 7 6 (1 98 5) :Yamaraoto, T. . et 
a 1. . Nature. 3 1 9, 2 30-234 (19 
8 6) ] 8)iC*THajSttSt>«SOii5US©-C»t? 

©fll^T. c - e r b B - 2 jte^OifiliAmen. 50 

ViJlt^ta^l^^nTViS [Slamon. D. J. . e 
t al.. Science. 235. 177-182 

(198 7) ;Kraus, M. H. , et al.. 
EMBO J. . 6.. 605-610 (1987) ;Z 
bou, D. ,et al.. Cancer Re 
s. . AJ_. 6123-6125 (1 98 7) ;Vlj 
er, M. , et al.,Mol. Cell. Bio 
1 . , 7^2 0 1 9-2023 (1987) ;Guer 
in, M. ,et al.,OncogeneRe 40 
s.,1.. 21-31 (198 8) ;A11. I. 
U. ,et al.,Gene Res., 3j_ 13 9 
-146 (198 8) ;Tal, M. , et al.. 
Cancer Res.. 4_8, 1517-1520 

(1 9 8 8) ] . :i^n\Zii\^^X'hWmbifi^WMt^<om 

hmxc-e ThB-2m{s^(omm^miy^ lo^ 
\z^n\i, 'i&G^mm<DM.^nTzmx\tm^i)^\z^^i)i 

SA^ofc [Tsuda. H. ,et al.,Canc 50 



#Pi¥7-5 9 5 88 

4 

e r Re s. , 4_9, 3104-3108 (198 
9) ] . 

[0 0 0 7] et±©J;'5»«S©*Tjfi¥Ttt, c - e 
r b B - 2 ^ >/^ifm\znti>Vii^'i"^/ ^ a-±)V^ 

t <fc o T^^Scf -5 li 16 $ noo * D 
[Masuko. T. , etal.. Jpn. J. Ca 
n c e r Res., 8_0, 10-14 (198 
9) ;Yamada, Y. , et al., Jpn. 
J. Cancer Res., 8^, 1192-119 
8 (1989)]. c-erbB -2m&&rT-M^^m 
mt^m^-thX^: <!aj;3Ltfc-e r bB-2aei'© 
C*Sg®«SSiat-«*Ui^D-:h)W$i^^. pAbl 
(T48 8 1) [h'J h>m:tiJ-'fX>XttSi (Tr 
Iton Bioscience Inc. ; A 1 am 
eda, CA) ] ^. If H^-f >S^-r-5#'J 

ifU-i-)Vm.i^Ah-l [::j->3j?->-!}--1"X>Xtb® 
(Oncogene Science Inc. :Ma 
nh a s s e t, NY) ] c-e rbB-2©m 

!M^^'i>^mm-t^'eyi;u—r)vmi^. sv2-6 

1 T [n^W^iC^aS (N i t 1 r a 1 Co. : 
Tokyo, J apan) ] ^^t^Of-nT^iS. 
[0 0 0 8] 

ii^iz%momwitihmz^\,^x. ::titmm<Dm^^ 

[0 0 0 9] hha«ifflSatttSK-BR 

«!j©#ffiaBiiat©n^jc<tojg^$nfc/w>^u h-t 

JCiOjg^^n. c-e r bB-2M5iSej«Cit*SW 
JcKJ^J-r^Sxc-e r bB-2^/i7a-:?-;Pifi#:SS 

[0 0 10] -mzimm\m%. mzim<r>mm'sc^ 

[0 0 11] ±iaBW*^e.«i«ws(2*a 
fcifcfe*. th3saiiia©nimfc«!»*^«EtftstbTfflVi 

t h aSWBaWcT* ■5SK-BR-3 ifflKA^ ^±IB*^ 
»reJ!oTgic-e r hB-2^J ^U—)-)V^^^%^ 

\zmih. ^z.\zimm^%m^\z'^-otc. 

[0 0 1 21 

[^®<£»ft-r^fc«>©¥g!] :^^mz^ix\t. b 
jg^fe. Rt;bhfl-JlS5aSBa<*SK-BR-3T^6SLfc 

mMi^(Dmmf&m%mm<r)^>mmb(r>m^\zi. 

OJ^j^StlfcyWyj H-vt±0g3fe5nc-e r b 
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(4) 

5 

B - 2 Kagasfc**swfcs*&-r« n t t-rs 
[0 0 13] ^rc^%m\z^n\i. /w:/'j H-v*tG 

FD-OA-P18 5-1 (MlWli^^ 1 2 2 0 6 
^) -eJ&.&iESic-e r bB-2*/i'n-:^;i/Si{*: 

[0 0 141 ^^mW.mt. c-erbB-2Ma®e 

[0 0 15] KT. :^^m<D^/i'u--i-)m»(D®m 

[0 0 16] ^^mtfi<^<oW&\t, ±IB©SObb)BiBl 

(epidermal growth factor 20 
receptor; EGFR) . -f >X U >SI^SH^ 
U-fe:/^'- (IGFR) , Jfil/hfiS*t^fiH^l/-fe:/^ 
— (platelet-derived growth 
factorreceptor), n D fSStHT 
Hr:/^'- (CSFR) ^*t^^$n?), 

[0 0 17] *%?gSc-e r bB-2^:/i'D-±;U 

Tcit><o-:ti<Dmmm, (.ftmrnm thT\t. thaisiffl 
Sfflfitt. svi-B-R.- ztimi:nm^(r>:bmzWi\ 

J^j:Tfflli6n^SK-BR-3«i)iatt4>»-Cfe 

3> (ATCC) ICfFftStlTViS [Have 1. R. 
J., et al., J. Clin. Invest., 
34 . 1345-135 3 (195 5) . 
[0 0 18] ±iaSK-BR-3m®nIS§jh;%&^6i^ 

Hffi-r^d [*iJ^«Ha n f 1 an d, 40 

P. , Chem. Phys. Lipids. 1 5 , 1 0 
5 (197 5) :Hanfland, P. . Chem. 
Phys. Lipids, J^, 2 0 1 (1 9 7 6) ; 
Kosclelak. J. , Eur. J. Bioche 
m. , 3_7, 2 14 (1 9 7 8) ^#Sg] . 

[0 0 19] ^■)jmt.. io*#:e<)»ctt. mf^.\t±.ufi 
%^m(o^nmfmmu i^mam) iKDisi^^mu (h 

yb r i doma) ^^^h. CltliOc-e r bB- 
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6 

^ >AJt:M* 7A^CJ;^77>r --T^-f n V v^yy 

[0 0 2 0] ±.mm^mM(Dwm\zio\,^x%mm. m 
■fe, sK-BR-3 ifflja© Bi^fl:igj-r^feSsn«)«aKi 

mt-mi-^mzi.^. mx\i±Bm.mix\ts!m\z 

#-r-5 ci t J; DS^T^S, 

[0 0 2 1] ±EC:feViTffllie.n5aft:tbT«, M 
«*xM©fP^ t S D nx V> 5 ill5H^©^^« t> L < 

1-6135 O^ii^ ^©H*^ #'J 'J v'X JpUi' 
[0 0 2 2] SfciK^fctlltLTtt. a#©SiJgOf^^ 

^•ti-^> W^l«N. N' -o-7x-^>'i?Vl/"C 5 
F» N, N' -m-7x-P'>5^'7l^'f5H^©i^'7l/ 
'fSH^K^ife. 75>'St5^*-;i'St«?lHSM^S1i 

75y*;P#5^'f 5 H, l-X5^JP-3-v-fVy^nfcr 

;W7 5 y * t H p -/x -> ^-f 5 Hxxx;^ft;^ 
75yst*Ji'5p=^^->sts75 Fi^^^-ftsa^ 

©i^'f 5 FS^©l!i*l6^^J^*#tf^-<!:*«t?S-5. 
H»Cp--:?7y-C'A7xx;H^K^©i77yx':7A7 

%uMt\yxmmmTih^. 
[0 0 2 3] %mt. m7L\s.-^'07.-&m\zi^K)mm-n 
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(5) #^¥7-59 58 8 

7 8 

«, ±ffi^6iffimiSSIfea:fti[*^*U>Kg«JS (PB egOfeOS. a#lgifi»C«>j3 0~6 ow/v«©as 

wcisiiis^u, !igsj^a*^*?ii 0 0-5 0 Oi£g/v »3jg-r::tJc<to. fffa©/w:/u H-v)!>?}g^$n 

KaigtbTtt, ±fasiHet9:#©iii?)3 amtjamLfciPiE [0026] ^ens^ao/w H-To^j-attt. 

iMiia^^ffl-r-5o*wsi/Vi. jiji-c^&gEfitMtuT^ a^ossimflfi, m^\tHAT^i^ (tip+u->g^x 

ffl^n-siBBatt, 0!i;s.«^ii&isjfii« (Fcs) m^^ts 7s./-fv>Rxf^s.i?>^'^ti^m -^mmt^^t 

amc^Slffl^a, :^^)i:Wlrtt5%FCS^RPMI t J: OfrJSfcns. SHATtgttTW^SH, BWt-T 

-1 6 40«*#»CT«S^, 1 0-1 0 OfglCigiffiL 10 :5/W/U H-V6j^©« (*Bll^iffl^^) dtjEj^ 

UT©«ai!ii^©j^RifflM«iflatbTB. Kici^ffl© [0 0 2 7] s&}^»M±w<D^mi, mniEi. i s 

a-*©*)©. m^Hip 3/X 6 3 - Ag 8 (X6 3) Ajfe [Engvall. E. . Meth. Enz ymo 

[Nature. 2 5 6. 4 95-497(197 1., 7_0. 419-439 (198 0)]> 

5) ] , P3/X63-Ag8. Ul (P3U1) [C ^. X4?<y hj*, ^t^'^'O"- (Ou c h 

urrent Topics In Microblo t e r 1 o n y) ^v^^t'f A/ Tyfe'f (R I A) 

logy and Immunology, 8J_, 1 20 }t^©-«SJc:ttfl^©l^ffltCfflV^ ^nxViSS^ ©:*S 

-7 (1 9 7 8)], P3/NS I - 1-Ag4- 1 ( r;w:/U H-vSt^/i'D-:i-;VSxf*:j . 

(NS-1) [Eur. J. Immunol., 6^5 |hR&Dy^->^^fT, ^3 0 - 5 3M, BBftlS 7^ 

1 1-5 1 9 (1 9 7 6)], Sp2/0-Agl4 3fl5B#M) l::«£li|IJS-r5 ilt^^T*, C©<^I^{C 

(S p 2/0) [Nature. 2 7 6. 2 6 9-2 7 ttW^$&ggiiI*«f<Jffl't?t-5. 

0 (1 9 7 8) ] , FO [J. Immunol. Me [ 0 0 2 8] A>< UT#^n-5 c - e r bB - 2iiaS 

t h. , 35_, 1-2 1 (1 9 8 0)] If^^-;/ h(r*5 aHSSi^f-S^ao^y ^7n-:>-)l/tt^Sjg*-rs/N 

tj-S210. RCY3. Agl. 2. 3. (Y3) [N -f :/U H— 7f4, ®S©«iaT«^^S«-r^ 

a t u r e, 2 7 7. 1 3 1 (1 9 7 9)] ^©ttftB ^, Sfc«^^*t-efi»3ffi#-rs:it*«T^S. ±e 

iW^^S^Tfrs. A-f^/'J H-v*^5©*56??^/i'a-:J-;i^gi^©Sm 

[0 0 2 5] ±i2ftSiBB)iat}gai!aii&««BJiat©i8!^s 5(7 a, k/w:/';h-vs, 'tsttieoT^fiLT^-©^ 

iStt, 'ii«©m «a|;^«^'f)l'Xi5"f>6 (Mils UT#«>:^iS^, A'T^^'J F-VSrn<!:a'& 

t e i n) <D:^m [Method In Enz ymo tt©»«.i«a!!l«StClS4l/TlgJ8Sli-, ^•©)g*tUT 

logy. 7_3. 3 (19 8 1)] ^IcqiUTfrft^C #5*j**iSffl*n5. ffif^®*i*tt, ii5^©S#:& 

titi-V^^. J;D*(ifc«trtt±eilt-&Si£:», a«©B! #^.©iraiUT:feO. m*©*)*B, ti{*:©:*cS4«tc 

^{EiiiW, «a|^«5l^'JX5'k>i'U3-)P (PEG) , liLTV^^. S&±g©^:i:< LT#6n^)Sim*, H 

-fe>y'f'^'f;vx (Hvj) ^©#aTfc, aa©JSS6 fcjsw, yjwffiifife, T^w'-'r'ri'Dvhif^^-f- 

«t>mJS3n, t&»CttMfcSS^*S^&i§i*-5fc*lCi^ ^©a^©¥ii:Jc4;0iBK-r^2:t*^S5. 

^9^;i/X)i'5j^=¥^'>H^©ffii&MS'iMiici6;i;T^in-r* [002 9] :^^m^mt. zn^mmvx. m^a^ 

ntfcT^s. ^^mm (m^K^) cj:^*^ jaEttP^a, 77^ri5^w'i'n-7hi/'77^-^©am© 

^^m-^mmr^^th-c^^. ^mmmtmmmmm 40 ^atc^o, c-erbB-2Hiisee&f»ffia:p# 

m.mummmznxyxfimmf&^mi'-i o^sesfflv^ [o 0 3 o] *s8WJx«:©?ijfflc.tn«, i^^:"*" 

•5©*J^a-C*^. IS-&ElS:^©«»tUTtt, l^m.m ©c-e r bB-2|ia2e®S:, ^feg^S^&fc<t 0*!$^ 

ifittifflBa©ii5Efcamffiffl$n^#a©fc©, «^>t«R tfi\zm'&tz>zLhifix^^. K;&}*tbTtt, a«©^ 

PMI-1 64 0^«fi, MEMfe*, ^©<fir®aiKite ^fe ■9->H'f!y5^j£tC<t'5^v'*-<A>'7-;/-fe'f (R 

««t-jKK^ijffl^ti2.t>©<£i«*T#. a^jine^ I A) , »5gife«pa5^s (el i sa) , 

mtWM.ii.m (FCS) ^©jlii?9ffi}«*tfev^Ti3<© S«^^©^6g^«¥S*^^tf^n, ;i*i^#:&fe©S 

si^tt±f3^6gEaiiiatjeaa8)fijiiBBiiai:©Bf« . f^, ^rmyt. '^mz^ti^btz.^n.m^ j;o*^w 

UfcPEGSfge. CT^«¥*%5i'?-fil 0 0 0~6 0 0 0 5» — fe7 r D— X^©ffl#:»C2^5SMtn;*f^*iK'&S'l*'5>*^ 
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(6) 

9 

^t^^^ {JSAtiwrjgfljbfcfiBfla^^ * p. » 5 s, 

■iir, S'L^iJ-StSI, K^ttStJSViKU (Laemml 

1 1 o-c^roiiSM-es^s^-ii-. 5j^uri"j;i'T5 
Hy;i'Sffio s D s - u 7 irij 5 Hy;ni^ 

S4 (SDS-PAGE) ?£ffi*5^itJ;0. 
etft^t^SWCSirrs c-erbB-2 MSgeSro 

[0 0 3 1] ifa)^^ftt;feViT<*(!^tbTtt. 
[0 0 3 2] *5£W!n;#OgiS««tbTtt, 

» s] ->XT-fx ' » * I, • ' ' I. hu^^'i? 

tJf;^«i^» [Nature, 1 9 4. 4 9 5 (1 9 6 
2) :Acta. Endocrinol. Supp 
1. , 1 6 8. 2 0 6 (1 9 7 2)]. 

[0 0 3 3] ^m^tamt. wm^m^axii^m^^ 
■^^m^w\z^mx\tmnmz^^^'^^zih so 

•t7rTyi'X, -t7rD-x, 5|^UX?l/>. S 
h^SfflV^S) . Ug 15iStcJ;-5a«ciie^^^©^b^ 

mz^\^xRjie~ (ftSKiS:) tt. a^4 5t:eg«T, 

[0 0 3 4] 75»<bT. *^?gSx«:&fflVintf> fffiM 

ai^rsjitdtT^s. 50 



!ttM¥7-5 9 5 8 8 

[0 0 3 5] ii^ifi^imm^ii^^mmhitmm^mmz 

[0 0 3 6] *%?8gi(t:Ot hSSBIfi«c{C?*-r5«HI!aiS? 
SlS@ifc±n«. *%?^^ft:ttSK-RB-3!SBJia-^A 

- 4 3 1 mm\zMt^mmmmi^m^^^ 

UT^^T?*D, *%WlCj;n«k hRt^^-O^OBia 
[0 0 3 7] *^M^MjiSiM. ±IB^/i'D-±;p$t 

^ft&wm^xmm-^ti^ms^mzm^mm:-r^<iii 

moii^^rn^h^mx^i,, m^-^n^mmmmthx 
Tfr^. ±.m\'^-fn<Dmm%'^m\zm^mmx^^. * 

09^aa»?FJ}^li©S»Jt?»»8Krt, ffirtrt, ^T. ^ 

[0 0 3 8] *52w?&«{»J©ia4aiiKS^?J©s:#:& 
ft. ist^mt^. &msm> mf^&mm\zf^\:'xm±^& 

omnfiiffjo. 0 0 0 0 1 ~8 oMa^sffi'&wsn-st) 

©i:-rs©*^J;<, ::®SjSiJli-0j^£A-AaD*&O. 
0 1 <i g~ 1 OmgSS©IBHTaffi3ns©*W*L/ 

vi. >5K bT*5!?ifeSfS9©s#fc<fcn«> ;ine.ss 
^^tift&m<Dwmz^^^xmmtmx(Dmmmmm^ 
ii^sn, LT^a©j&!ie24**t^$n5, 

[0 03 9] 

»-rs* / o-±;i.gi«:©sig;&j*, mmzm,c - e 

[0040] 

[SliSt^l) BAT. *%W£Slcfffb<IK?B-r5fca&||JS 
[0 04 1] 
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CO ±Dx*i/fcthajsaBiiattsK-BR-3 m 

te##ATCC HTB3 0) 5%|gi:^«ttFCS 

('^->j>;«f- • •7>yWAtl:S) ii-^=.i/^)y (lo 

OJPfiC/ml) Rr;xhl':/h-7-fv'> (2 0 0mg/ 
ml) tSUnAfcRPMI - 1 640«« (0*S^*t 
SOT, 2 2 5 cm^ :/5X5'<;;;'iffli^«S7^Xn 

5 % C O 2 ^frTfc^g Lfc. 

[0 0 4 2] ±wi&m.ifiwmmzm^hrz.n. jfiim^u 
-©««sST«cv\ -e-o^. N«ii?K5 Oral fcjn^ 

fc. 3 7"CT7 2l^ra'f>+i'^-hLfcg; ^S^* 

>J-©«ffl2 0 Om 1 S^g83'-1'7:7D-YM- 1 OK 
(Sa^S : M, h^7itl 0 0 0 : T5 3>aS) 
*g»bfc^'f77 0---t:JP- iS'-f:/8 2 0 0 (T5 

«±fS«2 Of&tS OfgtlcSiffitfc. iSflStl*, 0. 
2 2tfin5>J>J?77-f;i/^-T»jaL. -SO'CTJtM 

[0 0 4 3] © fi^it^Wr'U H--7©fijgt-^ 

±E®if nif bfc s K - B R - 3 ifflga© 2 0 ^mm^m. 

ilOBa 1 b/c^^V^X (6®t&, 0*5"^- 

fc. I^S8t©ra«&2lHl. 3jirBl*i?tcll«tb 

Tiiliafa-^U fii(^-^©7H^tJE»CSK-BR-3 

aaifi© 8 0 f&JSlS^llfS 2 0 0 M 1 s i^^itcjiiinis-^ l so 

[0 0 4 41 ©«l^fe-ffi©3H^tC, ^&lffiLfcT'>X<fcr) 

wn&ffifflu «a»i!ij;»3iiipS8ie*«*, ;insfflti 

T'7-fJWX5''f>6©*l* [Mi 1 s t e i n. C. e 
tal. . Nature, 2 5 6. 495-497 (1 

9 7 5)] ^JScBkhft:^m\z^^xm!&u^i&rF<om 
RPMi-1640 ««-c 3 laaci^u, mwz^:s<Dm 

»fr«T'^X#fiili«IiSP3/x 6 3-Ag 8U1 
[Yelton, D. E. ,et al-.Curr. 40 
Top. Microbiol. I mmu n o 1 . , 8_ 
1_. 1-7 (1 9 7 8)] *>j!fe#Lit. Z.(D^^X 

wmmmmit. i o x^^^iti-^i^iLm (c b s : /\ 
-fi7D-> • 73j^7hu-xas?) ^iniAfcRFMi- 

1 6 4 0««+T 1 0 Ommtm^$^SSL (:3-->!f1&. 
S) ±-^3 7'CT. 5% CO 2 TTig^lLTfflVifc. ± 
IBP!ttIlia<!:#tSB«fl)et*«BliaSttl 0 : HZfS.^^^ 

5 0 m 1 ©5"3.-:/rt-eigft #5nfciBBiiaig'&#) 

&2 0 0 X eXSj^m&'b^^ ±mt:/^7.y~)V\£^y 



1#M¥7-5 9 5 8 8 

[0 0 4 5] ;5cC3p'Jx5'U>i^U3-;P40 0 0 (;^ 
-'I'i^tfcil. e^T rpEGj tl5S*i:-r-5) 2ml^MX 
T, »!J)o< Di:l~2^)-K*»t}g-ff, l^^fflftfiU ^ 
ViTS 7'Ctc:«Sbfc^B&iBlilfS (FCS) 
RPM I - 1 6 4 O^aiml < D 1 1 ^J-Wffi*^ 
JtTin^, liJ-WttfiU Mfci^fK2ml^&lni^T2i^ 

pflffifiu mzmwi4mi^m^x4^riimm.vrc, ^ 

Vi-e, 3 7'Ct«SLfcl 5%FCS, 2 0 0mg/m 
mKXhk:/hV-f-», 1 0 OU/l'^Ci^i/'JX 
5 4 m g/ 1 y >^'-7'f 1 m 1 IfJl/'^- h 
5fr-5RPMI-1 6 40 (fitTJinS^^RPMI- 
1 64 0tSMtVi'5) Sml S2~35)-^*HjTJn;lifc 
^,2 0 0 XgT5i^Wjg'i>i)-«lbfc. ±«*©5II^* 
L. 3 7*CK«Mbfc^^RPM 1 - 1 6 4 OirffiiR 
\Z. Bjfflliai X 1 0 « <a/m 1 t^-5<fc5C!Kffi$* 
fc. mz. ^©KSaK!&9 6'>x;i':/l/~h (3-Xi5' 
-a©) ©^'^x;HCO. Imiro^-aU 3 7'C> 
5%C02 , 1 0 0 96Slfi©'1'>+3.'<-:J'-^rtT?^ll 
L&. 2 4^ra^, 5mMb>}?=^^-y->5^X 2 0m IT 
S/T'xU^RtXSOOtf 15^5':>> (7a- -^JJ^^ 

h'j-X«iii) s^tji ojsFcsjgira^ikRPM I - 

1 6 4 omm (KT^inSr rHAT^jfij tVi'S) © 
0. Iml-Tt^S^C/xJHr^aiUit, K^, ±«S2 

BSRy^sBSfc^-n-eno. imi-r-o®fiu irL 

ViHAT^fflO. Im l-f05£mTac^^Lfc. ^© 
^, ±i3}S3S^S2~3 0:fe^tCff)iofc. 2jiKBt 
|nIi^fc±«SK5IU 5mMk#+'y->^>&y:8 0 0 
l^S.i»i'^tS^±RPMI -1 6 4 0*&* (JKT 
ens rHTfe«lJ tVi5) JC^^^fc. ^^RP 

M I - 1 6 4 0 mmxmmm tfc. 

[0 0 4 6] ±|BSlf^tC<tS«BiiaH^^, 10-14 0 
9 6'>3i;i/>''l^-h©j£ffia©l/4S:i5*ifc«f«fcO» 

t bTffl tifc s K - B R - 3 mf&om^w.^^ 

StbT, »3g^6gS (EL I S AS) \zr. lg«±« 

(Method in Enzymology, 7 3 . 
3 (1 9 8 1) ) t<fcO, /W:/'J H-V©i7P--> 

- B R - 3 »e8a©K5>il>iaT®<J; 5 LTiiSUfc. 
Hl-^, 5%FCS^JPRPM1 - 1 64 O^ffi-eSK- 
BR-3«ifllS«ll^, MofcSK-BR-3ifflJ!&SU 
>Ki^«^ (PH7. 3) [1 OmMU>KRt^l 5m 

M NaC 1] Ttti^U 4"C•^?4 0 0Xg^?3i'L^^^^S 

u m^itmm.^^wmm (ph7. 4) [2 0mM 

1, 4-tf'^7i?>5^X^'>56K-NaOH. ImM 
MgCl2Rt^5mM K C 1 ] ttJ-pJ^— ft ( 2 0 X 
hn-ir) Ufc. 8i)K©3j^^>?^-httS«I4'CTl 5 
0 OXg-CS^^Kigi^^J-RIU mC'^V-y hSXi/'J 
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[0 0 4 7] ±IBTiBSbfcSK-BR-3iWI^<Dffll! mM H e p e s S:#trS®ig«?K [1 OmMfcTO'J > 

|g^>H (1X10« » S50u 1 h'JXgSfffi (pH BI:^^'J'^'A (W3tiffiliaSS) , 100mM7<yft:J-h 

7. 5) [2 0mMhUXSSRr^5 0 0mM NaC <J 'i'A (Hmfl:^aS) , 4mM EDTA, 2mM 

1. STF TTBSJ tVi5] fc^<»b. 9 6'>x;i'-7-f PMSF iyx.=.)V;^/^}V7.)l^~)Vy)V:ty-i]i. -> 

i?a:/P-KD#'>x;HC»^, 4'Cl?8^M'f >:t^a ^■7^r5*;VttSS) , l«hUh>X-10 0Rr;4 0 

'^-hfSJitKJcOn-h (ttg) bfc. :!*:l'i'T?±ia O ^ M^^l/hntJ-i^^K^J-hUC/A] (pH7. 4) T 

^•>xJV?£0. 0 5 5«y^->2 0S:-g^trTBST73I5I 4"CICT 1 ^WnJ^ft;$-&rc. 1 2 0 0 0 X g 

2 OtlTl^ra. TBS«f>fc3 0 0 u l/C^x;!^©©. « 2 0 0 if 1 c - e r bB- 2JteT^i{&tC^M«tr 

1% (W/v) BSA (a->0!):7^i'->a>V :M1 KlSf^ty i'n-:hJPgt#:®=*x;"J-->^7fflf& 

tm^w •v-i>^^^-vvrc. m^f^x, o. 05% iSfistufc. 

2 os^tiTBSTsiHiist^b. A-r::/"; H- [oosi]® ^&imtmM.wm 

v±^5 0 M 1 /m 1 •r-D?&&'>x;nclin;l&. 2 o*c ±e®T?#&^:^*i;S2 0 0 m 1 t-*x5'U-r:>i>' 

T?mK*fi^, '>x;i/?£tt#u aooofgt^&sju T#snfc^tti'D->i 0 w i tsji^u 4*c-c3 

Has) !£^'>x;Hcm:fc. h*2 Ot-Cll^ "C, 3^W'1'>*j.'<-M>fc, 2 o o o 

la-f >dr3.^~ h Lfcs^, *iS^oft^«:^i^< fcj&fc X g t? 1 0 6^mMmmv. "toim^^^^mmmm 

iJfe^L-fc. a? (pH7. 4) [5 0mM He pes, 1 OmMtD 

[0 04 8] -eo^. bme<Dv-=:-htiy3L=:}V')> U >'K:M- 'J A. 1 0 OmM7yfl::^hU'i'A. 4m 

^ (A-f ^ • 7 Htfc®) i&-&trSE^-SB}K©5 0M M EDTA, 2mM PMSF, 0. 05%h>Jh> 

l/i^x^WiEftlA, ^eS^^O. 5M NaOHroS X - 1 0 0 RrX4 0 0 ^MrtJW h 'J 

Oif l/'?x;i'5a^-5^:ttJ;Di?lh$1i:ito A] fcT3|5I«c#bfc. tmf^SSOxi 
A/U-^-NJ 2 0 0 0 (-r>:5'— Httfi) 1 ©^5X-;K0ig»?KJC®S3ii. IIO'CTS^^'M 

[0 0 4 9] ip< bT, 7 7 4<y3L)V^r). SJS#S# [La emml 1. U. K. , Nature, 2 2 7. 

^^■r^'e/i7u-i-)V^#i&m±-r^/\^zr^}Y--7 6 8 0-68 5 (i 9 7 o) ] ictsEoT. 7. 5%3jt'j 

17i»&#fc. nn^tt-tn^n rCFD-OA-p 1 7i7U;l'75 Hy;P2:ffl^i;fcSDS-PAGE»Cj:0^ 
8 5-lJ ~ rOFD-OA-p 1 8 5-1 7J tl*^ 59 *fU&. i^i, ±i2SDS-PAGElrfie;Bl/;tSDSa 

(3> ^&VM(Drcid<Dim<Dm^ > (^^M2 O O O O O) , :k.fSm0-i3yi7 hs^^'- 
±ia©T#fc^iH4i^a->fco^, ;t^*tij -tf (i^^fti 1 6 2 5 0) , 3i^;^*'j7— If «J-^9 

nrcc-e r bB-2fie^]£tlS^tsafitBf$i*:-5Stt 7 4 0 0), BSA 6 2 0 0) RZm7)V':f 

^£ffi^-r-5*^s*\ ^legt-rszi^icxi' u-->if<D 3 > (^H^a4 2699) t?, ^t;w^ • 5y Ftts 

[0 0 5 0] Hl-fe, SK-BR-3ffl®©ifflte^» © ^feSfl:|S?bfc;W:/U H-V©i/a-->i)'tln:^ 

[Ka s ug a. G. . e t al. , Metho ^fegE^tHfbfcA'f :/U H-VWi'n-r:^*'!!, 9 6'? 
dsEnzymol. , 109. 609-621 (1 9 40 xJW:/^- hta^KS 0. 3^@/•5x;Hri^5J:plC^ 

8 5) ] ICfi!r>T, *-fSK-BR-3«BSa©lXl 0 »it-ifcl8l^^)Rj*lCJ;-3Tff:ttofc. i'O--^ 

' e/1 0 OmmMCD^^KifflBaS'J>K7U-i7l':/ i^O«i*S±Jf *fc»lr, SJCb-DT^y hCB^IKlBBflaS 
'J>3!f-g«ae (pH7."4) [119mM NaC 2 X 1 0« iB/'>x;Wt;^5i5ICjn;^/£:. 

1. 5mM KCl. 1. 3mM CaCl2, 1. 2 [ 0 0 5 2 ] ±gBS<^ Oife*, 3ffif^&fiL;fcl&«lJK*5 

mM MgS04, 2 5mM NaHCOs, 5 OmM IcJSSU 3 5 0 u 1 ©^^^^fetSICi^Stfc. 

Hepes (N-2-t HD^->xf^;Vtr'<7>^>- 1 7©/^ :/'J H— •7rot'*»e±iaUfci'5lcLT#& 

N' -2-X^'>X;U*>K, '^i/^dr^:fj)l'^m R nfcA'f:/'J H-V«GFD-OA-p 1 8 5 - 1 

150. 1% (w/v) BSA] Ti^#bifc, :*lr, ±ffi ^LfcfeOT^ofc, 

«^gSiBB)®S:» ^ Pi (18. 5MBq/ml, Xi- [0 0 5 3] gA-f:/'; H--70;KSItt;^:®ar)ff3S:o 

-f >^''7>H • p^i^l/TttS!) SfflV^T. 3 7*CT2^ 5£? fc, EH^, 5 0 Si (w/v) fiS?a©fi6K7>^-'?AO 
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^IntJcDitK^fii:. 1 4 OmMU >Kg«a? (pH 
8. 0) tlcH^^SU, ^mWi<D-MmiTy^=.y' 

4 OmM'J>K±h'J'>Aig«JK (pH8. 0) «f>-e¥ 

1 0 OmMi^X>K:^-hiJ>>A (pH3. 0) TSJSffi 
ffl#tiiecT^ffl3-e:, gmtK*)S';iT^»tepHlciSIS 
U -2 0'CT«'gtfc. 

[0 0 5 4] ±iaT#&nfc*iEMfii«i:stA'f :ru h 

-VGFD-OA-p 1 8 5-ltt, X^fi'fB|^«4i» 
lMmk^^m\Z rCFD-OA-pl 8 5-lJ tS-^b 

1 2 20 6^ (PERM P- 1 2 2 0 6) J 
[0 0 5 5} © ^/i?D-:J-;l.tt{*:«fS±t»CDSl^ 
±ffi;W':/U H-VGFD-OA-p 1 8 5 - IS^^ 
RPMI -1 64 0^»{CT. 5 96C02^#TT. 3 
T-CtTQei^ra^flU ««?8t*3 0 00 rpm. 1 
0^J'WS't:,^iJ>«LT. a«0^/i'n-:>-;i.gi#:&-&ty 

[0056]® «i!Kft^com i» 
iSOT^^n^/W :/U H-TGFD-OA-p 1 8 

5- i©i X 1 o« ffls, =fisbf^)7.i'y (t;h«u -y 

^SfflUT45V»fcBa 1 b/c J^V^XJrlKE 
rttS-^Lit. 1 0~1 4B^. #ttLrcffi;!K?£»®L, 

[0 0 5 7] Sfi*»t'0$i#:?&, Sift^JIfi:^-^; h (MO 
PS k i t : . n-f • ^5/ HttS!) ^fflt»T|g®b 
T» «SSJi«^GFD-OA-pl8 5-l*#fc. 

[0 0 5 8] KT. ±IHT#^nfc*^Bgj^[<t:©#tt<£ 
SQfe092tUT^-r. 30 

[005 9] 

[iis&e^2] 

'f:t • 7y Has) SfflV>T^«bfc±IB*fS?g^:/i' 
o-i-jm^n^zfi^yxn.. I gGi « -Qtb-olt, 
[0 0 6 0]® 

%FCS^lniRPMI-l 6401S*»CT, 3 7"CT, 
5%C02 0^#Tlrl 0Bra'f>tfhnCT^||L 40 

[0 0 6 1] (3) M#©:^« 
^® Lfc c - e r b B - 2 )te?^]£<g»Maga© 5 0 /i 
g/'>i;H&^Je)3-h (4*C, 2 4^ra) htc'dGt? 
:Ji)V-^^)X'^U>-7^ i/U-fU—h^, 1%BSA© 
0. 0 IMU^KiggSrlK (pH7. 2) T. 4'CTt 
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S) ^EffltiT, c-e rbB-2aGTJi«5Masefc 
iJS^Lfcgt*t:*iil;£bfc. Jg||±tS0 8 X 1 0^ m^isi 

[0 0 6 2] 

[##Wi] SK-BR-3iite*^©y— tf>:/n>y h 

c-e r bB-2jee^tt. EGFRjtfi^tWiJaratt 
#75/KE^-ri|i>j5 0%t!SViC:t*>&, EGFR& 

mm\z%mt^\z hSiaBifi«cT*5A-4 3 laHuas^t 

^fcl/T, SK-BR-3ifflB&*^c-e r bB-2jee 
^='S5la•r5^»^^5A»S:, iEtt©c-e r bB-2mR 

[0 0 6 3] j:©tssiK*5v>Ttt, \ih±&.mmmwA 

-431 (ATCC CRL 1 5 5 5, Fabrlca 
nt. R. N. , et al. , Proc. Natl. 
Ac ad. Sc i. , U. S. A. , 7_4, 5 6 5-5 

6 9 (1 9 7 7) Sffllifc, 

[0 0 6 4] SK-BR-3SBiaa:A-4 3 liffliaS'. 

mmm 1 ©®®*i*tseo xmmvrc ^ u tv^-jir 

NA®ataiC:fett^y;P«M*»a:/— »f>n.y h^^#f 
tt, ;^X=¥^©:&S [Suzuk i. M. , e t a 
1., Jpn. J. Clin. Oncol., 1 7 , 1 
57-163 (198 7)] IZVt-oX^Ltz. 

[0 0 6 5] ^A\zmmm^ : 1 -mm^n -. 5 \zmvrz 
5:p©^)«:t'J=f5«^U':t5"F:/D-:/&, SSidna 
^tSSB (T^i'7'f H • AW^e^X^^AXtfcS) 
T, 4a©ffiS©/5-'>7/I5';W*X*7S^^'f hSf 

rf^i'p:t5"K*HPLCTi|iSLT, BWT'P-r/t 

[0 0 6 6] E?(IS^: 1 K^-r^tUr/Jli^k^tf'H:/ 

1, :/n-:/2RC^:/D-:/3tt. c-erbB-2Ji 
e^g'^©fflia^1-H^-1"> (2-2 1. 34-5 2t2 
54-2 7 3) ©BB5ll*n-H-r2>mRNASSiS-r 
5.. •/a-Zf4\t, m&(Dfmj&VM> (6 54-6 

7 5) ©E?lJSn-H-r«>mRNA!£igStf5. ^itT' 

a-:/5tt. se©aeiiasH;<'r> (1055-107 

4) ©Emn-H-rSmRNASIg^-rS. 
[0 0 6 7] k h/3-Ti?5^>mRNA©5SS«. 

[Honda. S.,et al..Jp 
n. J. Cancer Res., 7_9. 6 6 7-6 8 
1 (1 9 8 8)] fctieoTfTi^ofc. iH^*-7- 
*-tbT^ffF8SA^e.©'j3j^V-ARNA (2 8Stl 
8S. yr)V-7i^7VM) 

[0 0 6 8] SK-BR-3ifflffi!tC*V>T. fflBS^Hp^ 
'f XC-arSc-e rbB-2mRNA©®et/W 
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5. 0kbpt2. 0khp<D^^^X^h-O2'D<D 




r bB-2mRNA©gaiC/W:/>jy'fXTS>'o- R-SfiBiat, A- 4 3 1 IfflSat ^STSliEbfc 

itrnm^ntz. A-4 3 lS8Ba«C*ViTtt. WIB^fr-e a 1 b/c?ST«^X&5r>®i/>lk-y»C^^tt> ttT©«!i 

««^mT^&*»ofe. i3-7^5^>mRNAOfc«>C:/ MS® 3 0. jgEWa^U^taEUfc. EP*, 

P-:/&ffifflbfcWftt, e-7^^>mRNA\Z—Wcr \Z\tF CS(D^(D2 0 Q (i I (n = 3) Sr, if)V~-f2 

5A>H*ti^ai^?nfc. mx, «BB&^H;t^>t-i^ jo ictt2 ofgicjfti^bfcRPM i - 1 e 4 o®»®2 0 0 

-r-Sc-e r bB-2mRNA©MeicyW::^'J5''fX 1 (n = 5) S:, i^^P-^StfiJil^^U-RPMI 

•r5:/D-:/o!)mi, :/D-:/i t7'p-:/2tS1Ko - 1 6 4 0JS*4't^*n5 1 o« fi®SK-BR-3 

l^^am^ntz, 3S»fc, :/n-:r5«-5^-;^fci5ViT i^flg (n = 6) ^. ^';v-:/4fcf4SK-BR-3«igS 

». ifflJ^aK;<'1'>;c— SfT-Sc -e r bB-2mRN fC<J:oTII|SSn:fc2 OfgS«S*&a® 2 0 0 m 1 (n = 

A<DgafcA'f:/U^'-fX-r^t>©tt, 5. OkbpO 11) <£, *fc^;i'-::/5fcttA-4 3 imicJcDH 

^^^■9--fXS:"bt3— P(On>H©*.*i;^tllSnfc, ±fB S3nfc2 0«Sffi^«O2 0 0 /i 1 (n = 5) 

SK-BR-3ifflflatt. ?^&*MCc-e r b n-eniS:-^bfc, ^4|5lSWS^tt^0±5lrtTff;fe 

B-2mRNAgeS%S'r*t)OTafe^:^i*«flJ^. oifc. fip-fe, i;';!/-:/ 1 tttF C SO*C0 2 0 0 M 1 
[0 0 6 9] 5^;i/-:/2lrtt8 OfSfcSISUfcRPMI -1 64 

[||]6S«^3] ^tttri«i:?&fflVi«:^6aa:|S?agt 0«ML<D 2 0 0 m 1 i^^V-^ 3 tc:ttlltl«7 'J-(DR 

*^?Bt/i'a-±;i/jK#®#ss[*?g^*Mc-r«>fcje)»r PM I - 1 6 4 omm?\zt'^n^ i o« hosk-b 

c -e r bB-2ge^EGF®a£^^-r-5#'Ji'n R-3iBite5£. yjI/-:/4fc{iS K-B R- SSitetCt 

-:^;^^^^f^^^yi7^-:^-;^t^^^^&fflVifc^^■gi3tp$a^ oxiasasnfes ofgigas^McD2 o o u i ^fci' 

[0 0 7 0] jR#:tbT«, c - e r b B- 2JieTS flg^^CO 2 0 0 u 1 ■tn^'nS^bfc. 3H©1^, 

'feOC^^aCi)- (C*^l 4 75/KE^J : 1 24 2- •7>:7X*^ ^#fcJfilMS:c - e r b B - 2jig?:S|!fetE 

1 2 5 5) ^mW.-t^^'dr^-i?-ni7U—^)V^{/^hhX GFRfc*t-r-5ft#CD?¥ft®5S^&fTi*3fcfe®ftl9Eit 

p A b 1 (T 4 8 8 1 ) ( h 'J h > • A'-f ^tlJ-'f X>X I^SlSfcftbfc. :J&gtti^S*6:tfl^eic|!itt, HJSW 1 

aS) S> c-e r bB-23te^igl^aeo^:^— if «)®©*J*(r|^oT, felfi4^aJUfcSK-BR-3«i 
H:>^-f > (75/KE3'iJ : 8 6 6-8 8 0) ^igUJ-T-S 3» jetA-4 3 liffl8a*^e©ifflSa^^®Xtt^SEUfcte» 

':7-9-^4fJi'D-:?-;i'tn:^*tbTAb- 1 (:t>:3i;- S4"CT3^ra©ra^l Oxi 10:J?Ui'D-:J-;W3R#i 

> • 1J--1'X>xa®) *;^cc-e r bB-2ai?f- * yi7^-:^;^^^fl^X^iNMS (lEav'^XJfilt* : n o 

g!^Se©ffl8a^H>i'f >SSiai'5V':;Xt/i'n- rmal mouse s e t yim) t^\Z^y^oL^ 

i-)v^wt.hxsN2-&\7 (-5"i"fttfii) -M.fc^K&a©ias*i/T^imsff;a:-3fc. 
n-enffifflbfc. ;:©Simii gCi ©-y^r/i^^x^W [o o 7 3] ^feSa:i^SJ«:©ig«*Si0Rt/^ll2 0ie: 

T'5'b©T*r), VXn e)©7^S CM a s u k o, ^-f. 

T. . e t a I. . J pn. J. Cane e r Re [0 0 7 4] IB 1 0*, AttSK-B R- SfflBa©^^ 

s. , 8_o, 1 0- 1 4 (1 9 8 9) ] tcj;of^fi£an M^ii^<^<o. B\tA- 4 3 imm<o^mm^^(D. 

fct)©TJ&«.. Sfc. EGFR©ifflBai1-K^t-f >©ffl;M n^n©^&aa^&^t)U P'->att/P'Ji^n-:^-;l' 
ft^S [Green, M. R. . et al. . J. I 40 ^t^Ah-l^. W->bB3pU i7a-:J-;l.$t«:p Ab 

nvest. Dermatol. . 8_5. 2 3 9-2 4 1 k->c «^ / ^ n— J-;i/^#S V 2 - 6 It 
5 (1 9 8 5)] <&^IS-r-5JxEGFR^yi7D-:f-Jl' . ^->dtt*5!M^y ^.D-:^J^$t#:GFD-OA 

Ift^l^tUT, RPN5 13 (7V->^AaS) ^SfiSfflb - p 1 8 5 - 1 l^->ettEGFRtr^*-r«>^y 

ifc, ^:©^ams^fe^$M^:^TA-4 3 iiffliia&hu:/-> a-:h;i'^**:RPN 5 1 3*, ^rcu->f\tNus 
>&mvTc^<Dn^^-snx^<o. igG2 . ©#si<£ -en-en^-r. 0©At*sit5ii&o=ftB) 

tJfo T^gffl LAc. c - e r b B - 2 Jt^^SfeW^e^ttieSStb. 0©B 

[0 0 7 1] ft.&ix,n<Drctb<Dfi&^m(Dt^^t^^^ \z^n^m^f)^^\t, a-4 3 im'^i^mm^^o) 

*©fflo^ifiu;t. HJ-^, s^iS0m©(3)ti^«s©A-sx ' " pxg^bfcEGFRjte^]gi^©^-gEa:®&s^ 

SK-BR-3«tA-4 3 im©SB8a5}-«?!^"t'© 59 f. SSti5lj'SS:*tti>^ftT-*-©^^^^ft'£St> 
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r. 

[0 0 7 5] g[ei4;D^®rt*CpJSo 

[0 0 7 6] EP-^V SK-BR-3iffl^©' ^ p^i^O 

^t-tj^ D-:^;^^^#:t c-erbB-2 ag^St»0 

m<0=f:/ ^a-±)V^i^GFD -OA- V 1 8 5 - 1 fi 
tfclCi^^Sl 8 5 0 0 OS-b-^c-e rbB-2«^ 

->a~l/~>d#Bg) . EGFRwasa^l-H 
>e~k->f#M) . ifc, A-4 3 laajfi©' « P 

©njofe^Ttt. C-erbB-2 ®e^«4S)c-a-r 

-5 U >Blfll/\- > H tt> C-erbB-2 fcJt 
■r-5gi^Tttij^Hl$n:^*^ofc (a<OB<DU->a~^ 
->d#fig) . hi)^h, 1 7 0 0 0 0 CD^^T*!&^t3 ij 
>Kfl:UfcEGFRB. ttEGFRta^tCtO^fcsKttSJ 
LTc (0©B©^->e#Rg) . 
[0 0 7 7] Il20«f, AttSK-BR-3Sffll®©5^ 
gi^*i&©. BttA-4 3 llMfla©^i'<¥f]g|&*^5©. 

tFi<*:SV2-6 1 r€r. P->blJ^y i'n-:J-;i'Si«: 
RPN5 13?£. l^— >cttNMS^, V—yd\tFC 

RPM I - 1 6 4 O^^lCioTifegSnfcSiJJltf 

> f ~ > h tt-en^^n s K - B R - 3 ifflgat i 
nsK-BR-3iM]efc±oTiiS3nrc2 o»iajs*& 
■?-n^nA-4 3 i«)®tj;oTias$nfc2 ofgjSiffi 

[0 0 7 8] 0©AIC:felt5llfeO=^BiaSK 
-BR-3mf&^m^<=><D^ ' P-C^S^Litc-e r 
b B - 2fie^g!^©^fegjt«?&3^U, m(DB\Z:^\-fi> 

tfcEGFRfie^gl«i»©^fegfl:jfi<&S-r. *;fcSc^tt 

[0 0 7 9] ^H.tD^^COJltdS'PJS, 

[0 0 8 0] W*>. SK-BR-3ifflte©' ^ PSiiW 
ite^Ttt. NMS, FCS©*-fS:-^UrcV^X*^^#^ 
tlfcSiJfilfl. RPM I - 1 6 4 O^ja-C^aPSnitlaJil 

ffl. RcxA-4 3 iaB)iaKi;oTgss$nfcaieia$i«t 

Tz im(DA<DU-->c. d. eRt;i~n#Rg) . * 
Tc. EGFRtcM-r?)^yi'n-±Ji/Si<^t)|^«tflJ14 
iB^m^-:>1t (0©AOW->b#fig) . SK-BR 

e>nfctaifiifiitt. » ^ p-egssurcSK-BR-sjfflia 



(11) #M¥7-5 9 58 8 

20 

ft (0©A©k->f ~U->h#M) . g'b3SVV'?> 
Hd^^J-^ftl 8 5 0 0 0©^>^fi1}--1'XT*D, » » P 
TSiiSn^c-e r bB-2ae^tLTBia{3n 
fc. l^«©A>l«*i^c-e r bB-2fflG^S%t/ 

p-:^-;^g^#:T^fegE^tis$ nfc, (0©a© a 

#fiS) . SK-BR-3«HtelcJ;oTgiS3nfcJ8««f 

mmzi:K>^&-^nit (if)\^-:f4) i ie©t«>xj; 

O^SnfctfiJfiliStt, c-e r bB-2jie^^]£«5tU 

rmmi^tco >m^mBmmizmttmLtc (0® 

A©k->'i~W->k#Rg) . *fc. U>K<b$nfc 
A-4 3 l«Jfla©» 2 PgSI©ife«Ttt, A-4 3 liffl 

iia{c<fcoTisiiufcsiis««src^68P3n&v<:;x (i^ 

Jlz-^/'S) )6>&#5nfcJiJflffl*»&©"b©tt, ^J-^ftl 
7 0 0 0 0Sit^A->HSSd5St«ci£S!S3-&& (0 
©B©P'->l~P'->n#gg) . C:©A'>HttEGF 
R ^^iS-rs^iE G F R^ y D-:h;PJi^ tKjfeLfc 
•J ^KlkEGFRtl^CfireiCSd^nfc (0©B©^ 

->b#M) . ^©y;u-:/<tD#e.nfcjk?« 
tt. ^J^i^fi2 0 0 0 o^^:pA>Hi£t)^aa:3e$-a: 

a? fc. Jl©A*>H©!|$®tt*fct)!6>oTVi;ftVi, S 
K - B R - 3 ifflSa t SK- B R - 3 J; DSSiS^nfcfi 
ieiSS«T^fegUfc2:3©iPU □-:?-;Wtt^*^© 1 7 0 
0 0 0 ©^J-^U--!' X^»:3/\'> J; D c - e r b 

B - 2 m&f-mE G F Rae? t-e?*wr 5«jS5&Jt 

■s)::t*tfit^^fnjfc (E]©B©ix->f ti/->i# 
R^) . 

[0 0 8 1] <s>mmmm<i^tmmm'^(nm&mmt^m 

30 m©S^©irHtSK-BR-3iWl^iA-4 3 Iffl 

aa* 1 X 1 0 « j@/3 5mmji©?esfcS^, u >S7 

U-©RPMI -1 64 0^ffl-C3IiI«i]S*ife^^, 3 
7'C1?12. 2 4Rt;4 8^W©H. 5%FCS£^ty 
1ml ©U>K^';i''^y:356:^'f-i/;i/©«« (pH 
7. 4) (H*S^lttK) *JC*5t»T» * P 1 (18. 
5MBq/ml) T-T ^^^a'^- h Uifc. 4 "CT 

-»w®w. 1 ©(3>TfpfSsnfc^»is»jK© 1 

mlT"Srmbfc. ^SiK (1ml) i»i 

mmmmtmmwt'i'<D:^m{t^^ i2oooxgTio 

}S©2 0 0 M 1 ^^&im<orctf)\tmitntvrc. 
[0 0 8 2] (3)- 2aifla^sp!g5tis«?K+setc«f5 
[» 5 s] e^X'T'f^m 

iffl«a©«li©fla0CSK-BR-3iMflai:A-4 3 liM 
)B<£3 X 1 0 « jH/6 OmmJl©SS»r»#. mmt:>' 
Xt-I* >t F C S &^*;^Vi;t5^:t->7 U-©RPM 

1-16 4 oig»T3iiii5fem NitSl?«-e:/krf 

7'C-C2 0]fct^4 8#B8 (SK-BR- SiKBSa) ©W. 
50 Xttl 8^(ifl (A-4 3 Ifflfla) ©Bi). 1. 5ml©l 



1 
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tp\t [» » S] 5^Xx'f> (3. 7MBq/ml : na. 
3 -(D t l^^©m/»^«r?KO 1 . 5 m I T H^jt tfc. 

(1. 5ml) t)*fc^8e>fc. iaiia^«f^t«f« 
Sflsijs i2oooxgTio i^MS'b^J-ii u 

Tl^^Ufc. ^-l/TiBBfla^^MRlX^^S^O? 0 0 m 1 

1 0 0 8 3 ] (3)- 3 ^mi^tofrnm^j^ lo 

±12®- 1 Ri;®- 2-Cf^^LfciS:lt^£«iaUfcSK- 
JS&ffioT, ^M«S|l(D®t[^«CD^F8^fc<toT^&!Stt 
[0 0 8 4] -eOiSSm, ' ' P1?Si^bfcSK-BR- 

3ai)iatA-4 3 iiffljiaoiBeBa^gi«!i&«efflbfci^m, 

» « wm^htcc-e r bB-2)SeTg#J (^1 
0) GFD-OA-pl85-lt' ^ PT 

^ilL/fcEGFR^tn;EGFRtn:#:i^<I^D<, ifflsa 

^^^r-SStc - e r b B- 2«eT]£fetn;#:fcJ;oT 

-BR-3ifflflai:A-4 3 1 ifflfl§tI<};oTliSSn&« 
HJKtt. 4-D©tac-e rbB-2aeTSf^tr[#:t 1 
:3®SiE G F Rta**:T^6gtt:iS-rsi#SWA-> HtiS* 

[0 0 8 5] mz s s] v'X'x-og^bfcifflfla^ 
3 0fc^-r. 

[0 0 86]m3S4»s AttSK-BR-3a8Sa©ifflia 30 
^mm^^<D. ^fcB«SK-BR-3«fia©««jK*> 

>bttd?Ui'n-:?-;Vft^Ab-i*. w—^ 
cli3}?Ui7a-±;ua;^pAb 1 U->d\t^/ir 
a-:^;V0i#:SV2-6 1 rS:> >ett*5SMt/ 
^;D-:^J^^^#:GFD-OA-p 1 8 5- 1 -^-n^ 
n^-r. *;fc> 0©Afc*5tt5ii&D=A^tt, SK- 

BR-3itti^4J-«!fe*>?.© [' * S] v'X^'f ^-Tf^iSI 
Lfcc-erbB-2 m&^M^<Dfk&itm^^V, 0 
OBC:feJtSefe#=^RJtt> SK-BR-3lBi)lS©ii 4£> 

!a^jS^fe*»5©Matitse©^6i^^t®^5^•r. *s:Sc 

^tt4H4IV-*-©^>?ftSr^t>-r. 
[0 0 8 7] ^0J;D. « SJ ->Xx-f >^isi$n 
Tli5SK-BR-3iHiJiaiC:feViT. 4-0<D^U^^c 

- e r b B - 2 m&^m^mmmm^<^'^<D^& 

1 8 5 0 0 0©A>HS:I^^Lfc (0©A©P-— >b~ 
U->epm) . UA^L';^*^^. VKt3*>©#it*SW)5: 
A*>H*WMSJCioT«^m$nfc (0©A©^->a 
#Bg) . NMStt [' " S] >';^x-<>T?e^l//tc- 
e r bB-2fiei^Bit^TibSJ:i*S^LTU«)A*>H 50 



#^¥7-5 9 5 8 8 

[» ' S] ->;^-r-f >g^SK-B 
R-3iii|S|gfci;oTiS!SUfc«SI?«*eiitfct^, ^ 

e r b B - 2 ae^gft^lc^tf 5 2 r»©5S 'J a-±;l/ 
^mt. NMS (H©B©k->a) tjttiisbfctir. 

©B©W— >btU— >c#M) . U*^L/^*iSifflflg^ 
S^^-r -Stt: c - e r b B - 2 ae?^g<^^ y a-:?- 
jm'^SV 2 - 6 1 r t:^^m<D^J !7a—)-)Vm^G 
FD-OA-pl8 5-ltt, ^i^l 1 00 00©^> 

^^*&t>^!|#SW^n>HS^6«a:JS3-B-;t (0©b© 

U->dtU->e0m . Jl©)te*ttc-e r bB- 

2 ae^stiMagasA^s k - b r - 3 aeflat«t ^ t 

[0 0 8 81 ®-4&atn:#:i:SK-BR-3lfflgatA 

-4 3 imm\t^-oxmnvrc^mwi^(D « si -> 
xx'f >^^^fiH? ^•fe:/3'-iiasei¥ffiTT©^6 

A- 4 3 immizi^^xm±vrcEGFRmms.&tz 
©^j-^srjte^f-sfcj&fc. ^ s] '>7.v-i >-vm^ 

i/fcSK-BR-3tA-4 3 1 5 %7}?U7i7 U 
;V7S Hy;l'£fflV>fcSDS-PAGEj;t)iJ-^Ufc. 

[0 0 8 9] -eWigSSv |g4Sfc*-r. 

[0 0 9 0] Il404>> AttSK-BR-SMSaS, * 
fcBttA-4 3 l«B)fi»CJ:^TWISbfc««?Stf© [ 

' 5 s] z^7.'7-(>mm^&mf-u±':r^-mms&m 

T©^6SaiS?©ife«^^-r. fiP^, W->A©attNM 
S tm^i^m^^ORf^t:, V->A©Btt*^?g©c- 
e r bB-2Jie^Siil^yi'n-:t-;WJn:^GFD-0 

A - p 1 8 5 - 1 tmmi^m^oRf^^. u~>a<dc 

\tNUS t^mmoRJt^^, U->A<Dd\t:^mm=e:^ 
iru—i-JV^^GYB-OA-p 18 5-1 ti$^<D 
-tn^etlTR-t, >B©attSiEGFR 

-e-n-ens^-r. mzm<DA\z^n^m}fiOBAmtc- 

e r b B - 2 mBrfM^^^. efe#=ft9Jtt c - e r b 
B-2Jte^mifeiHaaeR**U 0©Bl::fclt«>ll 
86i«3^BJl±EGFR=&, l^e&^^WiEGFRHaS 

a«?£^-r. t^. feia©ic^tt4^^T-*-©^}-^s 

[0 0 9 1] ±i30<tO> 5 S] S'Xx-l'^tt'b 
ir S K - B R - 3 iffllia©fil^ra««T G F D - O A - p 
18 5-1 T^feaa:3S-r-5A'> Htt, cfc 0 i"J 7-lC;5: 
■Dfc 0©A©V'->d#^) , 5%4?'J7i7ij;l/7S 
FIJI'S DS-P AG EICj;-pT. ^^^©i^llWJiA* 
>H^J-Tfi©:*:^$**l 1 0 0 0 07S:^ttm$nfc. 

Ji©^)-Tfi*^ 1 1 0 0 0 0 ©sas; P 1 

1 Ot^^Ufe. 
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[0 0 9 2] aB]fe^^«f+roc-erbB-2a^O/1 
U<> p 1 1 0<D—::)O:ktUh<Diimt-^nTi$mWi 

- e r b B - 2 mBi'm<&<omm9y h ^ 'f > t:mm-^ 

nfc. 2 0 0 0 £fer?A*> F*i^je) 

«^ffi^?nfc (^30©AtB©w->a#Bg) . ^mm 

HtJLiiiUfc. A-4 3 iaBBaiCj;5.tSg^iK*-ett. 
^ftl 1 5 0 0 0®iJ-fX?£Jtt?EGFRHffige®*^ 

ifttasnfe (0®Bow->b#Rg) . 

[00 9 3] 

immm 4] c-erbB-2 
iffliat*tCM-r-5GFD-OA- p 1 8 5 - 1 O^M 
SK-BR-3!ffliS<*t, A-5 49mmW. PC- 9 

—)-)V^i^GF D-OA-P185-1 ©jfflE^S^gtt 

[0 0 9 4] ±|BA-5 4 9SHIia;» (t h8$ffiiBI)ia» : 
ATCC CCL185, [Giard. D. J. . e 
t al., J. Nat. Cancer Inst.. 

5 1 . 1417-1423 (197 3) ]) tPC-9 

m!&w (k hmmmmm : ck i n j o. m. , ok 

a, K. . et al., Br. J. Cancer,^ 
9., 15-23 (1 97 9)]) tt. c-erbB-2 
®e?*5^aL.T43l3. *fcLu-6 5ifflflg«c (t hB* 
BMMW: [Yamad a. T. . e t a I. . J p 
n. J. Cancer, Res. , 7 6 , 96 7-9 9 

6 (1 9 8 5)] tt, mmm'f-o^mofs.i^ictiiim^ 

[0 0 9 5] ±fa4aigroaiS&*|c^£5 96FCSS^trR 
PMI -1 6 4 0«ffl*«)2 4>>x;l':/^-htf>CSIti 
fc. SK-BR-3lffl8atLu-6 5SBBatt4. 5X1 
0* iH/C/xJKDSgt. *fcA-5 4 9iffljatPC- 
9 8iBStti X 1 0^ <H/'i7x;KiD?g«fc^^i-5JiA# 

gtff^GFD-OA-p 1 8 5 - lOl 0 0 wg&gl^S 

a*noOtfgge/mi t?iSj;3tci)nA. 24, 4 
8&i;7 2^K©m-f >^a'^-hbfc:. ^jtfx'r:^^ 

4. 4 8RtX7 2WfW©M'r>4a.'^-M/fc, -^-n-? 



13) #M¥7-5 9 5 88 

[0 0 9 6] ^(Om^^f^smit^-r. giH*. 

(1) tt*^9l©^/i'n-:J-;l/©i#:GFD-OA-p 

18 5-1 o^assfflififtt^f-rsiBDiaiss, 

[0 0 9 7] ^0^0, ^^m<D=Eyi/U-i-}Vmi^G 
FD-OA-p 1 8 5- Itt. c-erbB-2ae^ 
]Siil^»S-r-5SK-BR- 3WBat A- 5 4 9)fflJig® 
J<7 ^>\ihti-C<Dmm^^M\zmmVTz. *;fc, c-er 
b B - 2 Jte^SSilSlHl U < 56St-^ P c - 9 lillia©*fi 

nfc*«WjtTtt)4*^ofc. LA>b;a:*«6. c-erbB 
- 2 3te^S^S5g«tJa:ViL u - 6 5«HSa©fi!tStt* 

[0 0 9 8] ±ffiig«<fcO. c-e r bB-2aie^S 

^GFD-OA-p 1 8 5-ia, -f^lf HD(Ci5lt5 

mmmwommizmvxmm^^^u mmmi^\zn 

[0099] 

:^m^0^yi/U—)-)V^^GFD-OA-p 18 5- 

[0 10 0] ip-fe. %m&m (.am ifi^mcmmmm. 

30 *1 0%*;V-7«J>T@&Lfc^, )l)ElfiiS^©5^n> 
bfc. ABC^63aF'<;lr:t^->^'— ifffitt, ^6SSSfe?&ffi 
-:J-;i'a:frGFD-OA-p 1 8 5- 1©2 0 /xgSe 

-:^;^t^:#:©f^^5 o ic#^fegjfiim©-y->:/JV©^effl«:: i 

[0 10 1] ^(Dt^^^. a)Sft^©Hlifii^a:*l6ffl 
©jT;c-erbB-2 Se^S©*/ i' U—f)V^^G 
40 FD-OA-p 1 8 5 - 1 
T, Ig6g!t5^-r. 

[0 10 2] mm^y). %mm^^mt.^fm(o=^Ji^ 
[0 10 3] hif^hi3.ifl^. jEnmmt^iSi.^)\''^'^'y 

iS'— iftigilC*3t»T*^W©*/ a-f-;l/tt#:G F D 
-OA- p 1 8 5 - 1 (Cig^L-ySji^ofc. HIC, ^9lM 

m^m\>fct^> isjsm«i©«f*^e>intss6iaiiiatt 

50 ^. 
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[0 10 4] mm^: 1 

: 6 0 

m^<Dm. : ^si 

mo9i : 

m^omc : 

tmirm^^: doma i n 
: 1 - 6 0 

: E 

EM: 

CGCGGCTCCG GGGGGCAAGA GGG 
CGAGGAG GAGCCCCCAG CGGCAC 
AAGG CCGCCAGCTC 60 

[0 10 5] mmm'^: 2 

E5IJ(DSS : 5 7 

mi<om : SSI 

hJpD-:^- : itlStt 

EmaS : ^^DNA 

EM®#IS : 

^StSr^tlB^ : d oma 1 n 
#fi&B : 1 - 5 7 
^m'&^^hfc:^^ : E 
E5!l: 

GCCCTGGTAG AGGTGGCGGA GCA 
TGTCCAG GTGGGTCTCG GGACTG 
GCAG GGAGCCG 5 7 

[0 10 6] mmmn.: 3 

E5!I©SS : 6 0 

^m(om : mi 
ja©» : -*« 

nm<omm:m<DWiM ^^dna 

e5ll©!^IS : 

»ISSS-n3^: doma i n 
1-6 0 

: E 

mm: 

GGTGACCAGG GCTGGGCAGT GCA 
GCTCACA GATGCCACTG . TGGTTG 
AAGT GGAGGCAGGC 6 0 

[0 10 7] EJ^JS^: 4 
EM©S3 : 6 6 

mm(om : mst 

: 



(14) #P¥7-5 9 5 8 8 

a? 

E5fJOttS:ffi©«K ^l3iDNA 
EMO«rS^ : 

^^mtm^: doma 1 n 

mE&m : 1 - 6 6 

: E 

mm: 

gatgaggatc ccaaagacca cog 
ccaagac cacgaccagg agaatg 

CCAA CCACCGCAGA 6 0GATGAT6 
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mi^^tmn: doma J n 
#«ttg : 1 - 6 0 
20 #^?£*«Lfc*ffi:E 
Ea^J: 

TGGAGACCTG GGGGCCTCCT CTT 
CAGAGGG CTCCAGCCCT AGTGTC 
AGGT CCCCACCGCC 60 
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